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[if i ] 

4 > 9 4 *>-6 ( IL-6R) tcMi" -5 t h M fLPM- 1 J/i # ^ ^ ^M^TfcoT 

s A-^^fi#IC*^3b*Pro-NH 2 ( 4 4 7 ) T £ |/C ft ^ ^ 9 4 7(1). 

A y 9 - n >f df->-6 ( IL-6R) lcM"t £ t h M ffcPM- 1 l/C * ^ ^M^fJoT 

s M^^>fi#IC*J^3t?'Pro-NH 2 ( 4 4 7 ) T* £> £ t/Cft ~f 9 -i 7 ( 2 ) . 
[If^Jl3] 

If ^JllXti 2 tcK«<7>^ -f 9 4 7\ztfm-f h t h M ftPM- 1 £*M<7>fi#I a*, ffi 

ais-^ : ncie«<^T 5 j mmn^^-t^ . m 1 xi$ 2 icie«<^^#^ 79 4 -r. 
immn 4 ] 

tti ib n h m fbPM- 1 j/c# -4- -r 9 4 7 co mm a* . ie^j s ^ : 2 tc mm <r> t 5 ; mmm * -t 

§ . If ^JM l-3^)v^fti^l JltcIQt£^J/L#-t -f 9 4 y\ 
[If ^JI 5 ] 

m^M 1 ^ 4 co\^~fHfr i mizmmco. ^^^^ (n t l < a -77 -f -? ( 2 > . 

Xti ^^M^ ( 1 ) & V ( 2 ) tf>ffl#%£-A,-?j£<5 lilljKto 



[000 1 ] 

^f&Bjm. >f > ?-n >f 6 ( IL-6R) IC -5 B^-STfc * t h ^fbP 

M- 1 fjt#<?> m M ft 7- ? >f 7° ic W -5 . 

[ 0 0 0 2 ] 

ftli. EE*n<7>X«:$f8i££#rt ($5^) 0fB (modification) tSi^i^) (#&5gi» 
ft) 9 y frMlZ J: & (R.J. Harris, J. Chromatogr. A 7 0 5 ( 1 995) 129-1 

34) o g^D a a ^i^^ i: LTf^ffl 3 ft* 7 > ^ ? H li . ic «k -6 ££-/&i§^ * fU ffl S M 
fc^m&Z-telz «k 9££3ftSfc#>. fffjl **Sft * -4- 7' ? >f $ n^5T|g'tt)b» 

^ y >f y° (T) ft M ^ # * M E m a n a p a D H -t § «t T § T . ^ 7* ? ^ 7* 

o 

[ 0 0 0 3 ] 

IL-6li B SHIM St 2 (BSF2) £ vMi ^ > ? - ? x n > /9 2 t t « 3 iifc"* -f h 

*m il-6«. b > ^^^Kflfla^^'ttfbicw-^-ts^fbHT t u^a^ ti ( 

Hirano, T. et a 1 . , Nature (198 6 ) 3 2 4, 7 3 - 7 6 ) . U « <r>fmU<nfttflk\z&W% 

JkK-t&mm^ -i h ij A 3 t t)*W h fr\z ft o tz (Aki ra, S. et al., Adv. in I m 

limnology ( 1 9 9 3 ) 5 4, 1 - 7 8 ) . IL-6li* T >) > ^ U ^ ijffl Jfi <7> ^ 3RKk * t^i" S 3 t 
2*lTv^£ (Lotz, M. et al., J. Exp. Med. ( 1 9 8 8 ) 1 6 7, 1 2 5 3 - 1 2 5 8 ) . 
[ 0 0 0 4 ] 

IL-6Us ffl§iT'ri^iai^/hLTf <^4tf -oH. IL-6** 

^^-t^»^T«^80kD<7> 'J H IS^ttiai<?) IL-65## ( IL-6R) (Taga, T. 

et al., J. Exp. Med. ( 1 9 8 7 ) 1 6 6, 9 6 7 - 9 8 1, Yamasaki, K. et al., Science ( 1 9 8 7 ) 2 4 

i, 8 2 5 - 8 2 8 )= fflmm*nmi>xmmm±.\z¥tm.^zmifc&M<r>i&\z. £.\z%<7> 

fflMftffif&fr<b ft S Dng'r4lL-6Ri: L ~Z % 1¥ 1± ~t Z> ° 
[ 0 0 0 5 ] 

tk IL-6R4/t#tc m L T ti . v> < o^^ffi^ (Novick, D. et al., Hybridoma (199 

l) 1 0, 1 3 7 — 1 4 6 x Huang, Y. W. et al., Hybridoma ( 1 9 9 3 ) 1 2, 6 2 1 - 6 3 0 . gf^JfffFtt 
IMi>IHS¥W 0 9 5 - 0 9 8 7 3 . 7 =, > XJff fp ffi IH i> ffi g-^F R 2 6 9 4 7 6 7 . *S^fFS^US 52162 

8 ) o *<o-oT*>5 xJ/tfrPM-l (Hi rata, Y. et al., J. Immunol. ( 1 9 8 9 ) 1 4 3, 2 

9 0 0 - 2 9 0 6 ) <^M, W'&tefeffiit (CDR; complementarity determining region ) *t h frt-ffc 
•^^tl-t-S ctti'Ji^ti^t h 3yfbPM-lK#^*a ^> tiT § (Sf^^fFttiIH&^S¥ 
WO 92-19759 ) . 

L ^ L ft fc*<b . t H MfbPM-lfrL#c7)^ ? -f 7|CouTti^btlTO*U 0 
[ 0 0 0 6 ] 

[ $f ff £ 1 ] WO 9 2 / 1 9 7 5 9 

^H¥ 8 - 9 9 9 0 2 ^1># 

[jRffF^:^3] -? y y ^nifr&m&mm^n 2 6 9 4 7 6 7 

[JRffF^:^4] *S^fFS-^US 5 2 1 6 2 8 
[ 0 0 0 7 ] 

fFlfciSK 1 ] R.J. Harris, J. Chromatogr. A 7 0 5 ( 1 9 9 5 ) 1 2 9 - 1 3 4 

[3M#fF3CK2] Hirano, T. et al., Nature ( 1 9 8 6 ) 3 2 4 , 7 3 - 7 6 

[#Jff fFlfcitK 3 ] Akira, S. et al., Adv. in Immunology ( 1 9 9 3 ) 5 4, 1 - 7 8 

[#!fffF3:iSK 4 ] Lotz, M. et al., J. Exp. Med. ( 1 9 8 8 ) 1 6 7, 1 2 5 3 - 1 2 5 8 

[3M#fF>CK5] Taga, T. et al., J. Exp. Med. ( 1 9 8 7 ) 1 6 6, 9 6 7 - 9 8 1 



[ 0 0 0 8 ] 

[ft ft fF^tiSK 6 ] Yaraasaki, K. et al., Science ( 1 9 8 /) 2 4 1, 8 2 5-828 

[ftft ffJcm 7 ] Novick, D. et al., Hybridoma ( 1 9 9 1 ) 1 0, 1 3 7 - 1 4 6 

[ft ft tfrJCffll 8 ] Huang, Y. W. et al., Hybridoma ( 1 9 9 3 ) 1 2, 6 2 1 - 6 3 0 

[ft ft ffJcm 9 ] Hirata, Y. et al., J. Immunol. ( 1 9 8 9 ) 1 4 3, 2 9 0 0 - 2 9 0 6 

[ ¥t bh cd m ^ ] 

[ 0 0 0 9 ] 
[0010] 

*f|Bfl%[i N fflmx^jg $ ftfc t h MftPM-U/L^fit miz frM L fcjjg*. fchfflftPM-l 
4/L#^)SM^^^i-S/^?fr^Iisl^C-*^ ( 4 4 8 fi) <7>Glyfc*X& LT 4 4 7te<7>Pro**T 3 K it 

( + ^M7'2t ft"** ) <>^ftt5 - t ^ Hft t fc. Mtc . *fEBH% ti . _h|r3v^-f 
iicn*f -7 9 -i . C-**ffifc*Gly ( 4 4 8 ) T* *> -5 £*MJ/C# i: Isj # <r> |/C /S *S £"tt& <^*ffl 

[001 1 ] 

t£oT. *f&Bjm. -f>^-n-f^>-6 ( 1L-6R) tCxti"^ t h ^ fbPM- 1 4/t # <^ 

^7*? 0°T'*>oT, £-?j<7>fi#IC*Jlr&jb*Pro-NH 2 ( 4 4 7 ) ~Z 2h %>$KW*f ~? 9 -i ~7° ( 1 ) . 
&v >f y 9 - a >f *y-6 f§# ( 1L-6R) icjftt^ t h MfbPM-lfS#<^ ^ "/ 9 >f t-?^»o 
T x M^<7>fiMC*iQ;b*Pro-NH 2 ( 4 4 7 ) TfcilA^^^i' O' ( 2 ) ^lM^i-3o _Lie<7> 
ffi-* 7' y A ~f\zttVCs-$ § t h MfbPM-l4/Li*<7)4£*^<^S#IC*^ttGl y ( 4 4 8 ) $f 

: ltcIQK<^-F5 >» StffiHI^'fr-t*. Ufc. £F * Lultllcfev^T, * f£ Bfl <?) ft # -7" ? 

*f|Bfl a * x ±ie<7> -f y ( 1 ) t L < ii^7*? ^ 7' ( 2 ) X 14 7 >f 7' (l 
) (2) wMt^H?«5llM»^)gfit§. 

[»BBtHi6t* fc*>^)JH^)^)B] 
[0012] 

*^BH^fA#^ -f 9 A -f\ztt\&-t*>*E.%<r> t h M<fcPM-lt/C#l4. I L-6RIC Wi" £ . PM-1 

t & -t s ^ ^ * ^ ) ? u - Jitxi^<7>mm (Hi) ^vkm (Li) s«m4fiisfc 
(v««) + ( cdr) * htiii¥vmm<?)tti&~tzcnmtzSLtw.%m*. 

9 2 / 1 9 7 5 9 <7>ft 2 ^LyPM-l^f^CDRk CDR2^^CDR3lcie«< 2 tlT 9 . Htiie^^ 
x47l1L-6R|/l#<^HM V«li^CDR<7)-F 5 >»Btffi^lt±. g^i>HW0 9 2/ 1 9 7 5 9 <D m 3 <r> HyPM- 
1 <7) tf <t> C D R K CDR2&VCDR3k:ie<S$*iTv>S. 
[0013] 

±IBt h ^fbPM-lt/L#<^LMV«^^7 u - un - (FR) li . t h J/L#RElt±3* 

1 60**$F* L < „ f^)7; J ^grZ^iJl4. S^1>HW 0 9 2/ 1 9 7 5 9 <7> m 2 cry re I <r> ft <r> F R U F 
R2. FR3^VER4tcIr3« $ iiTv^S . _hlfi t h Mft:PM-lfrL#<^ H M V ffii&<o v v - a 

■7 - (FR) ti^ n hJn:*NEWi*<?>«t<7>***F* L < x t $ >» Bfffi^iJ i± . Sr^l> 

HiWO 9 2 / 1 9 7 5 9 <7>^ 3 <^NEW<^tf <?>FRK FR2 . FR3& ^FR4 lc |B« $ tlT v^* . 
[0014] 

14. f*JSJK^tt^*ft?§'t£<^SC#tf>fc#>. ft ❖ 3 tlTv^T < . ^Jx.t4\ LIV« 
lallcov^Tti. S^^^IWO 9 2 / 1 9 7 5 9 <^> ^ 2 <?> RV L a& V RV L b<7> =ff <^FRK FR2. FR3&VFR4 
lc|B<S$tiTv>S (^'-^ a > a&V^-v' 3 > b . HIV««lcou 



Xlt. SFg&HgWO 9 2/ 1 9 7 5 9 <?>^ 3 <^RV H a~RV H f<7)ff<?>FRK FR2. FR3& ^FR4 \z mm 3 tl 
[0015] 

t H MfbPM-lfrC#<50 L M It s ±£iE«LfcLIIV«J&i: t h |/C# L #1 <?> ^fitlM ( C « 
« ) fcfc>«bl£»K * t h MffcPM-l}/L#<7>H$Itt. _hiclfi« L fcHU VSBfiS t t h J/C#H 
iS^^SDB^ ( C L#I^#f/&-t£ Cffii&b LXlt. tfr-ICM^* 1 

c 7 lt#§ tist h 3yfbPM-U/L#^L#.^^c m t lx it ±.m^m < N FRISt^St 

^ \z Jc *) a * <r> - ^ a y -t Z ** . 4f *F * L u fll i: L T . E?!l S ^ : 1 \z ^-f t 

[0016] 

ftfc . t ; 9 n - ;u #l#PM-1<7> L M V DNA*£-A, TJSft 5 ^7X; Hp 

PM-k3^#t? ^USE. c o 1 i DH5 « pPM-k3 NC I MB 4 0 3 6 6 t L X . * =E ; f n - fl, Ift 
frPI-l^HiV^^it n - H S DNA^ # A, 3 ^7X; K pPM-h 1 * # tf^cUgSE. col i 
DH 5 a pPM-h Hi NC I MB 4 0 3 6 2 ^LT. 1 9 9 1 ¥ 2 H 1 1 B IZ . National Collections of Ind 
ustrial and Marine Bacteria L i mi t e die ~f 9 ^ x h ^jR iz * § g RUFifc £ tiT v> £ . 
is fcx t ; ? a - *;i,#i#PM-l%jg£i- -5 ^ ~f ') h* - vPMltt, FERM B P - 2 9 9 8 L T . 1 

990^7^ io biz. n^Lif m&Ammttffii&&m9tffi&L£.%i&$tiz> 9 - (s«lbo<u 
fli its 1 Si* 1 6 ) c -/ ? * h icio'g mm ^tt ^nxu § 0 

[0017] 

±.1C^§P§-F5 ; UtKHI^'fri'* LiXtiHi^n- N"*5DNAli. St >£ Ic t£ o T *P§ HI 
-? £ Z\ tb*&%:& . Mttfalcii. Xfr[#:<^CDR tthKfrW7l-A^ - (FR 

; framework region) fc&flg-t -5 <fc 7 ic^ff L fcDNA BS^'J * . ^fcSflSSBk: — — 9 >v rf-f 
ZBfr^ii-? Z J; 7 izftMLtz&mco* ') ^ U K**'bPCR v£ ic i: *) ^t5. t# 
^tl/iDNA % t h Jjt#C ^ial^^- H i" -5 DNA irjg^L. )X^X'^M-< ? ^-^cffi^iA^ 

x x z ti^^s^tc^A Ljg^^ -t±£ c t ic j: o w>biiz (m'Hmff&m&mWi^w 23940 
0 . aRSJtff^aigui&ws-^wo 92-19/59 #m) . 

[0018] 

CDR TkALXigffiZ n N }a#^FRtt. ffl1«tt^^«isS<»*^*F*talSjK^gPfi*0^ 

(Sato, K.et al., Cancer Res. ( 1 9 9 3 ) 5 3, 851-856) . 

t h Mitfjifalz It . h tft#C ft*, t h 4/l^C t L T tt . Cr ft 1 ? 

l-f ^> *l . <W ^ li . Cr K C r 2 . C y 3 X t± C y 4 ~$t ~t Z> Z h t)*X B & * 
[0019] 

stiles «k 7 iz mm Lrztxi¥me^ it. &%i<7>?ift\zx*)3&$L$it. nxm-tz z t 

fflT-iTUC# 9A y r+ ;U ^ti^W tC*Si%2 -tt/iDNA *> -5 VMi ^ tl % # tf ^ 9 9 - fC J: *) ¥t 
l^Kt ft*T' % h . 45IJ x. 7' a ^ - ? — /x > A>^-UT!i, t^4F^n 
r ^i , ^^3f[^7°a ; e — 57— /x^^N^-t — (human cytomegalovirus immediate early pr 
omo ter/enhancer ) ^ # \rf Z> Z t frX B & » 
[ 0 0 2 0 ] 

^<^ft!llc^fEBHT^ffl$tiSKfr%3aicf$fflTS§7'a^-57-/x>^>- ( t- 

kLT, L f-n9 'I'U, ^'Jt-V'J^U^ 7 f J 7 'f ^ X , is 5 T > ^ -i >l 7^ 4 0 ( 
SV 40)^(7)^ ^LX7'D€- 57 — / x > ;x > +)- — h x a > ^ — >• 3 > 7 t 7 57 — l a 
(HEFla ) * ^<7>ui ^LMfflflSi*c7> 7-n 57 -/x> ^> ^-^fflv^tlti J: 

M*.\i. SV 40 ^nt-?-A>^>^-tffflt4i|^» Mul l igan<b^^vS (Mull 
igan, R. C et al., Nature ( 1 9 7 9 ) 2 7 7, 1 0 8 -H4) » HEFla -? u =e — 9 — / 

>^ y *f — %>Mn . Mizushima l o<7)7^'vS (Mizushima, S. and Nagata, S. Nucleic 



Acids Res. (199 0 ) 1 8, 5 3 2 2 ) IZ ft i£& % \Z 3 Z. t t)*X B Z> <> 

[ 0 0 2 1 ] 

LXlt. 1 a c Z ^ n t — 7 — . itaB^P ? — # l-f £ Z hi'T'li. 1 a c Z 7° a t - 9 - 

^f^ffli-^Jto-. W a r d <b <7> ?J >£ (Ward, E. S. et al., Nature ( 1 9 8 9 ) 3 4 1, 544-546 : Wa 

rd, E. S. et al. FASEB J. ( 1 9 9 2 ) 6, 2 4 2 2 - 2 4 2 7 ) . a r aB ~? a t - 9 - % ftffl ~t £ 

s Better^T^vi (Better, M. et al. Science ( 1 9 8 8 ) 2 4 0, 1 0 4 1 - 1 0 4 3 ) lzft£.\t&\-> 

o 

[ 0 0 2 2 ] 

tfcfc ft tz db co y 7 + A, ffiflj t L X It . ±MM<r> ^ ') f => X u \Z M± £ -t± £ M a . P e 
IBx r^iUKHI (Lei, S. P. et al J. Bacteriol. ( 1 9 8 7 ) 1 6 9, 4 3 7 9 - 4 3 8 3 ) ^4$ffli"tl 
tfj:v*. ^ 7' 7 XaicjS£2 ntztkit^iftm Lfz&L. tKi^com^mmiz ') -7 ji h 
(re(old) LTf^ffl-t^ ( fll ti\ WO 9 6/3 0 3 9 4 * #M ) . 
[ 0 0 2 3 ] 

W M&n t L X It . SV 4 0 . # v *7 ^ ;u x . t ; ^ 4 ^ x . ^ ^ tr n - 'J 

it 4g <?> £: 36 . ~* 9 9 — ItMH ~? — tl — t L X x 7; j 7 1 ) 3y h**X* h 7>X7i 

y --tf (APH ) it-feT. * 5 > ^-^---tf (TK) AHI^^r > ^ > 77 - > * 7. 

* 'J #y *F7>^7i7-4f (Ecogpt) St-fST. ^ t H n Htgeil7Ug$J?t ( dhlr) itfe^ 

lit it 36 <^ £ 2k It . in v i t r o is =k U i n vivo <7> ^ £ . in v i t r o tf> ^ £ & i: L 

t a . m n. m m * m m -t § m ± & ^ m n m m * & m -t § s ^ & # i-f ^> ti § . 

[ 0 0 2 4 ] 

S «H US fcfcffl itJt/lfflfla. tt^iNHIia. XttlMfitffli^l^^A'i)^ 
i^lEflSi: LTti. (I) Df#LM$ffl^. fJ^lJ. CHO . COS . 5^n-v s BHK (baby hams 
ter kidney) . HeLa. Vero=5rir\ (2) M z. It. t 7 H y > ^ri ^ IB#HH)ia 

. *>*VM±(3) Mffelfflfla. fjx.ti\ s f 9 . sf2K Tn 5 £ £ «b *IT v> £ . tt^JNHJiafcL 
T li s — 3 ^ • 57 ^ A (N i co t i ana t ab a cum) tfe * <?> ,|B Jl3 ^ ft] h tiX is *) . Zfl^^j 
'i ^t%^-tiilt «k v^ 0 liiit LTIi, S$#. ^ v #n 5 -b x ( Saccharorayce 

s) M . iilJ^'V^n • -hU tTyi ( S a c c h a r oray c e s c e r e v i s i a e ) . ^ttlv M x. 

tJrx^^^^Xi (Aspergillus)fB. # 1 ^- 1* T X ^ ^ ;u X • — ^ — (Aspergillus n i 
ger ) & if /b*^a <b tiT v>§ . 
[ 0 0 2 5 ] 

(E. coli). +i^gt***n^ti"Cv>-6. 

^in vi troTtg^i" § C i: lc J: *) tn. fa b* <b il 2> „ i^^lt. ^^co^y^lzft^n 7 . f J x 
tf. 4gf itt LT, DMEM. MEM . R P M I 1 6 4 0 . IMDM^ S 3 t h*X § . ^ flfi Jt Y* ( F C 

if ^ffChlcJ; »), in vivo icTfiftti^Utiv^ 
[ 0 0 2 6 ] 

-7^. in vivo wit^kLTtt, 

iHIIlttLTli, -V x 77* ? . t^y\ V ^ X x ^7 x * t * ffl -B C t T § -5 ( 
Vicki Claser, SPECTRUM Biotechnology Applications, 1 9 9 3 K £ fz . 0L&tLXlt. ii 

[ 0 0 2 7 ] 



f§ L^-^^^^^tti^ h ^ > 7. ^ ^ ^ -v 7 -^Xii f $Lftfr hrftm 

<?) fa # ^ # -5 . h 7 > x x =. -v 7 & % ^ £ $ ft % ft m <r> fa # % # t? #L>+« ^ it ftn $ 
^Stftlc, h 7>Xy i - 7 ^t^flcflfflLT^ C E b e r t > K. M. 

et al. , Bio/Technology (1994) 12, 699-702 ) . 
[ 0 0 2 8 ] 

* tz . 77 -4 n % ffl us Jt s S © fa#3t -IS T ^: f¥ A L £ ^ =>- a ^ ^ a x ^ 77 n \z 
m^Zit. Z<n J] ^ ^ <T)i*m& ^ rftm<ntlii!f i kn& (Mae da, S. et al., Nature (1985) 
3 1 5, 5 9 2 - 5 9 4 ) o £ h \z , 9 n % ffl o £ M . 1 © fa#:fi T * *fitf ^ 7 57 - 

s fJ^dtpMON 5 3(Hcf¥AL. C v> ~* 7 57 - Ag r o b a c t e r i ura tumefaciens 0) & % 9 T 
') T \zm X~t £ . d <JO 7 t- M t ^ 57 n x ^Nicotian a tab a cum lcflK$f5r3"£. * 57 
COM & *) PftW.coijifo-$;mz> (Julian, K. -C. Ma et al., Eur. J. Immunol. ( 1 9 9 4 ) 2 
4, 131-138) . 
[ 0 0 2 9 ] 

_h M <r> «fc 1 iz i n v i t r o X & i n vivo <r> M ± 3k \z X fa W % jg £ i" £ it . fa # fi #1 ( H M 

) xiiiiM (l #d K-t-sDNA *s>j * \z ? 9 -izm^^^xm±^nnfm 

feU^Ttiva^ #> 5 vMiH Mfc J: #1^ n — K -t -5 DNA — <D^^-< 9 9 - \z 
li^3A^T♦. fx^ff^Ifei^T^iu (S^ifffFtliMi>^S^-WO 9 4 - 1 1 5 2 3 #M) . 
[ 0 0 3 0 ] 

*%B^<7) t hltPM-ljt^^)^ 7-57 >f 7° 1 JkV2 *mm.-?Zlz It. t LTit^)±^ 

ILi\ Ufc. 57 >m *W<?> ^7° h ^^^-tfi^Hi***? * L < * 4=rtN r¥ 

^^***^<x (^Jx.ti\ ^7°y^-) ic ^ 7' h > %fflv^-6 i: ^m«ic*fjm 

Jt^. 57 >f 7° 1 j^v 2 <?>^^)b»^ ti-f . /%htli*^7' h > 7' h > ^ 

t^^tstStb-Zm^X t h ^fbPM-l4a#^Miti- ^ ^ 57 >f 7* 1 7kU 2 <^tb^*^ 
< 4 £o ItoT, *fEBH<^ t h ^ftPM-l4a#<7-> ^ "7* 57 >f 7° l X t± 2 *mm-t Z iz it . 

t LxM%j<7)t%&mm. mztf * l < itcuomm-z&m t . fti*t^**^^i«>^it 

i*-^ h > %#tp^tfeT?^«-tS<?> piffle *FU Lu„ 
[ 0 0 3 1 ] 

stiles j: 7 izm±. %3S$ tif-iafra . «Hnart^. hfrmLiy-iz %xmm-? z 
z t h*x b z>o *mnx&m $ n^tftw^^m.. nmit-ry ^-f ^?n7F r ^ 7 ^ 

- lc * ff 7 3 h <)*T' §§o T7 — 7n-?h r v 7 -f-lcfflv^*7 At LTli 

x fOxti. 7°a^-f>A x7^A. 7n-^-f>G 7^ 9 A Vf h ft Z> . 7° n > A 77^A 
tfflv^S#tLT, #Jx.ti\ Hyper D » POROS . Sepharose F. F. # l-f h ii & . 

[ 0 0 3 2 ] 

_hIr3-T7 -f - 7 n v h 7^7 >f -4.5i^<^ 7 a "7 h 7 =j 7 -f - s #IJ ^ i J N - 

K^^7A^ovh r 9 7 -f - . m it <i ir y 7 a v h 7* 7 7 - x H^^nvh r 
^ 7 -f — x tKn^->--F^-5 7 -fh7a7h7'77'f— x yj^i^pvh 777 ir~ 
^ffiA^btlci oT4f v c fc fe* ft * £ o 

^tc. 7-^^57-, Um. Iff tHIJR, fflA^-fclftili. *^BHTf$ 

ffl^tlSJt^^^Bt. IfitS: H'T'S^. ztlb^^nvh 777 ^-ttFPLC (Fast 
protein liquid chromatography) aXliHPLC (High performance liquid chromatography 
) tc if ffl L f# £ o tLfz. ilfflHPLC (reverse phase HPLC) Sffl^TU^. 
[ 0 0 3 3 ] 



-t&;b*>. %7fe^<^IiJSlC «k § it £-fl . PBS (-) TIS ic^m L 7cl£. 2 8 0 n m <?> fl& Jg ^ 
lO^L. 1 mg/ml fc#91.35 OD t L T M £ij f -5 . * . ELISA IC J: * M a fl & T<?> J: 1 \Z 
ISt^Ztn-SS. -t 0. lM*j£&*f§ri& C P H 9 . 6 ) T* Ug/iUc^fRlfc 

t^f'fAt h IsG (TAGM) 100 M 1 * 96^ ~f I - h (NuncM) izWz.. 4 °CT'-t ^ > - 
- 5/ 3 > L . fit # ^ © ffl fb"t £ o 7" a -y df- > 7* <7) ^ . jifi:#fRLfc*^^Ti$ffl3n* 
J]i#Xflf/i#^^-t?^> -T^ . uiigfa LT t h I g G (CAPPELftH) 1 00 M 1 L 
s ^ S lc T 1 Iff m A > ^ ~* - x 3 > f -5 . 
[ 0 0 3 4 ] 

fcw&i. buam^mLtzT ji n -> * T ? --yntiif/ct n i g g (bio sourcem) i 

00 m 1 ^^nx. . ^StcT 1 mm 4 >**--<-h-tZo Vtft&. Sfigittilii 4> * - ^ 
3 >^gt. M I CROP LATE READER Model 3 5 5 0 (Bio-Rad SSI) £ffli^T 4 0 5 nm T<?>fl&^J$ 

[ 0 0 3 5 ] 

*ISS&BH<7> t h MfLPM-U/ti*^ *fy* 9 4 y°i$. t h MfbPM-lfA# H H © tc m c 

tkmU£;Vt i k^'t Ztztb. ±^<r> t h M fbPM- 1 t Is] ti tc I L-6 £ 
S&aJUfcfl^Bfr^fca&lcfflv** C i: *»ai**. IL-6Wiii£,'E<7>0J LTtt, Stt. tS'tt^ 

/Wfcwmwffis^ i^fl^a-M^ttiff ^ttMfiP^. if him. 

n iff ^ v * x ^ #442 x 'j -f - ^ h - t" * . teas ^ >• ^ - r u > ^ in §i . ^A^f ^ji ; i 

£fl\ HlVflS^Jg. EBVflS^fffi ; SifcM ; *<?>f&. ^7Xv^n-yX, ^ -f A ; ■/ 
> J£ . ft JflL * £ l-f h fl . ft * L < fl . ft 44 II IP M ^ v * x 7' 7 X v A V - *, * N 

[ 0 0 3 6 ] 

* ^bh <?> g ^ffl^i^ ti x m □ W tc * a # « p ® \z ^# & vMi H pit © tc g: 4- f § - t 

#ijxti. ^ai* mft&tt. mmmim. mm\*i&m. mm^mm. &r 
att. am. ^ptt^^su^ t-bMH-tz z t . *#<^¥^. ^^icj:^ii 

fc^lOO ms^IHT'I tftlS o *>^vMi. S#*>^»)1 ~ 1 0 0 0 rag . iff %. L < t± 5~5 0mg 
[ 0 0 3 7 ] 

«F*Lv^4is S^f^vStt. i:^.lita I L-6 u -b 7' ^ -fS#<^if^lc li . JflL * tc 7 >; 
1^-^(4 3iP^) icO. 5 mgjb*<b4 0mg. *F * t < fl 1 mg^^20mg^ 1 0 <b 8C 0 ic ^Ht T . 

#ijx.A2 0/a. i0/i, 10/ 2 a. i 0/4 m% £<n&5- ^->iT*&m-& £ 

ffi>V\^Wimte =k VJfil**ftacffi<50|ft|fiI*R^ t * 3b* <b 2 0/M*> 5 fl 1 0/M^ ^ 1 0/ 

2i, 10/331. i®/ 4m<?> *7\z&5-mffi&&\zLT^ < % tmrn-tz z tis^sm 

[ 0 0 3 8 ] 

fii^. E^fl5icfF#5 ti-s^-fiiS^. — # v tr — ^ -r >i u - >v . * o ^-^ f 

a 'J K > . 77 Jl # ^ x tf — ^ # 'J "7 — „ 77 ^ * *r i/ > ^ ^ -fe ^ a — 7 X -j- V ') ^ U . # 'J T 

^ m ^ nr h o u . t >i *e > m->- h ') o u . ^cjgit ^ ^ x h ^ > x ^7 ^ # ^- ^ > ^ ^ x 

9 — ^ -j- V ') ^ U . ^ ^ ^ > x i-bin-X^ x f 4 -fe - 7 , ^f- -t > 5^ > 77* A , 



1 -fe 'J > x ; \° 7 "7 -i > , X T 7 'J ^ 7 i 3 - ;K X t T 'J > ^ . tL 
b JflL Vt T >l -f 5 > ( HSA ) » v > • — h - ;U x V ;u If b - A, N 7 7 b - 7. x g ^ ^Tjrj i^y L 

h alS £> £ VMi ffl^- i± T jS IK 3 *l £ » - *l "b tc PI^ $ tl £ «t ^ T li * . 
[HMJ] 
[ 0 0 3 9 ] 

KT, fSJMJfc =k u#%0!llc «k *) *^&Bfl^M#ift tcl£Bfl-?- £ a*. ^$tm it z ft h \z mfe 
( 1 ) a b 11 -6 1 £ 2: 2 -ffi^cpy-i^iaM 

Hirata«b<?>7av£ (J. Immunol. , 1 4 3: 2 9 0 0- 2 9 0 6. 1 9 8 9 ) tc «fc 9 f« L fcfa I L-6RJ/C#MT1 8^: 
C N B r tc =k ^^ttft:^ -ttfc-t^ t n-7x|B (Pharmacia Fine Ch emi c a 1 sftil . P i s c a t aw a y , N J 
) t^it^^Ulz Ltzfr-o T*S£-£ its IL-6R ( Yamasaki <b . Science 2 4 1:8 2 5- 8 2 8,1 9 8 8 
) ^HlL/c 0 
[ 0 0 4 0 ] 

•t t h 5 ia- ^*ffl)jSt*U 2 6 6 1: 1 b (Wako Chemical sSK) . 10 mM 

F']i?J-i7;> ( pH 7.8) «k VO. 15 M NaC 1% 1 mM d-'<5T; 7 7 x. — >i 
> y>X47 t-*7* t7 4 b ^ 4 b a 7 a 'J b (Wako C h e m i c a 1 s W ) ( i? b — > W. 
ffim) THTvgfbL. ^7 7Q-x4Be-Xi:^^$tfcMIim*i:I^L^. ^7>lfe. 

BALB/c^^ 7.^3XlO 9 fi<^U 2 6 6 0fla^^f#/c±ie§^7>lf«IL-6RTlOBfc§ tc 4 
L x f^)tSSlcJ:7^^7M P-v^^^lto Pi '14 ^ x ^ fc> ^> co ^ 4 ■/ 'J b - v 
^«_hvt^Tie^77^lcT IL-6R^<7>*S3-i£tt*ii^fc. 5X 1 0 7 Mt> U 2 6 6 *ffl)jS^ 3 5S- > * 
(2.5 mCi) T*1gliL. _hlfi ^ b - > M i*T Rngit L . 
[ 0 0 4 1 ] 

5T $g ft L U 2 6 6 m m % 0 . 0 4m 1 g « 7) -b 7 t a - 7. 4 B fcf - Xt IS ^ $ i± MT 1 84/t fa t 
L. ^<7>lt. y^h->iIgT'6@'aitU 0. 2 5 ml<7> x ^ b -> ( pH 3. 4) lz 
=k 0 3 5 S - > ^ ir-y mM I L-6R* ^Etiti 3 tt . 0.0 2 5 ml<7) 1M Tr i s ( pH 7.4) T^fn L 
o 0.0 5 ml<^^ -f 7" b — v*g«±Y#*0. 01 ml<7)ProteinG-b7 t- a - 7. (PhramaciaM) 

t M a L it. 

ifevt L fc^. t7 7 n - x*±IBT?»«! L 7c 0 . 0 0 5 m 1 <7> 3 5 S^ll I L-6 RvS m t i: t tc > 
^f^^-Mfc, &-Si*MH^SDS-PAGE"<?7>#f L . I L-6 R jxlt^i" § ^ "7* -J b - ^ tg 
^±)t^HI^/i„ ^<^*S*. -7* V b--7 7 n->PM-l*«*jiLfc. ^ 4 7' 'j 

K- vPM-lfc*^£££ii* IL-6Rta#PM-Ui* 1 8 G 1 k1^*t*? ^ttt^. 
[ 0 0 4 2 ] 

^ >f -7* 'J b --7PM-lfc*jg£i-£t/Li*<7) t h IL-6Rlc^ti-^> IL-6<7>IS^-paSv$tt^ t b 5 
viNHIia**U 2 6 6 ^fflv^Ta^^/io t b i M I L-6 * «k •? 'MM L (Hirano'b. 

Immunol. Lett - . 17:41, 1988) . t' >i b > — ^ > ? — (New England Nuclear, Boston. M 
A) tc «fc *J 125|ft||||Lfe (Taga'b. J . E x p. Me d. 1 6 6 : 9 6 7 , 1 9 8 7 ) . 4 X 1 0 5 fi<7> U 2 6 6 *H0a^ . 

\umm<nmm%itmm\L-bcotfteTx*muizT . imm. 10% (v/v) ^n^.j f-? 

PM-l<?>±g«JiY*& V 1 4 0 0 0 CPM 7> 125 lifItlL-6 t t t tcig« L fc. 70 M 1 7) ■* > 7' ^ * 4 0 0 
M ico v -4 7n7a-y't;'jif L>f a-7*tc A tl fz 3 0 0 m 1 7) F C S _h tc M m t . M'k<7>'& 
. «HHa_h7)]Kttv$'|4^iiJ^ L fz. JK*x ^ 4 -t* 'J H - ^ PM-1 § ti . I L — 6 

t> IL-6Rtc?4i-§ S^^SSf § c i: b*W h t>* t % o fc. 
[ 0 0 4 3 ] 

( 2 ) h ^trf^hPM-l^^r^, 

gr^ffs i Fti4IMi>PiS^W 0 9 2/ 1 9 7 5 9 ^1>#7)^]5g#ijlOtcie® ^ flfz t b ^n>^-^ a > 
7-T7 7-I «7'a^-7-^fiJfflL. Jff IB ¥ 8- 9 9 9 0 2 ^ 7) # # 0j 2 tc IrZ « $ tl 7^ 



? -^CHOJNHJiajcf? AtS 3 i: J: 9 fFSSI Lfct F MfbPM-l?/L# (lit h I L — 6 U -fe 7' ? - 
|/C#) ^^^f -5 CHOUHflStt^fflv^TMm L fco f#<b tlTc t b ^fbJ/E#<7> t b IL-6R-\^*S 
^•^liELISAlCTfiSIS L fc. Zh\Z. hPM-Ui v ^ XfrE^fc «fc TJf^r > 7 |7[# ^ iBltllC . tb 
IL-6<7> n b IL-6R^<7>^^^ffi® L fc. 
[ 0 0 4 4 ] 

sb nfl ^ g £ ^ mMdiiM #. a 

b MfbPM-lt/t#^f#£ fcabk:. %m«HJfi%rfjli<7>l!RJfllfSt5rtl*fctt-e<7)ecirtS 

©^^^^mM^it^-t/c^, a *w i ^ t ^ x § c t hi ^ -e ^ o t . *<t>*t. & 
-f v y 3t>*K < mux $ tiT v^s ^^^jmaffflnat* t ^ffltttc -^tct^t/tfe*^ 7° 

[ 0 0 4 5 ] 

tl/cl/L#^fflMtt. -|£ft&77 ^ 7 n 7 b 77 7 -f - x ^lJx.tt'T 7 -f - 

n x 1" m ^ 4 b 7 a v h 7 7 7 ^ — s r^^i^ovF 7 7 7 -f - & t <7) ffl A ^ ;b i± tc 
=k oTff of:. |fiJCi*t5^^ b > * ffl v> T CHOlfflflS^ *g« L T 3 tl t b ^HbP 
M-l j/C#7>7>Tft 4c 4^fa t±3*-< 7' b y ^ffi u fc&f ic tiffin L fc> H <b ft & 7>^fi^H h 

[ 0 0 4 6 ] 

2 ■ ^ b ^ J f K PM- 1 fn . ft a ?: 2 4 2! 1 % y -fr -r 5M "7 2 <?> frflr 

^fthLT, n b MfbPM-ltt#<7>£*M ( Ma intffc-t . ^ MJji#<7> 
M-/1&V^^H^2> M^tc tb$^^^-< 7*^ h' t LTv t b MfbPM-l4/t#7>C-*^ 
icfpftL. C-5fcS«tf>GlyJb*Rk££ tifc^T**- H Ser-Leu-Ser-Leu-Ser-Pro (SLSLSP) 
^C-^SWPro^T- 5 K fb$ tlfc^ y° * H SLSLSP-NH 2 ^ fig ffl Lf;. ^ 7°^ H SLSLSP^ Tf t 3 
K fb-< t-* K SLSLSP-NH 2 ttfb^^-fiK L fc. t h MfbPM-lJ)t# Ma i ik ^ M J 1 1* <r> ^ 7* 5^ 4 
7' 1 J&v* 7* y 4 7' 2 lix ^SfefJ 1 T°mtz t h MfbPM-lfrt#^. Tie^^ftT-. ^77^^ 
a -7 h ^7 7 -f - tc «k ») #S5U m«lt* C tc i •) 
[ 0 0 4 7 ] 

77 7 A t LTPoly LC HI Poly CAT A (100X4. 6 mm) . K ^7Ah LTPoly LC MP 

oly CAT A Javelin guard (10X4. 0 mm) % 4$ ffl L . t LT, ^t^fflA ( 0.05% N 

aNo^a-frpH 6. 1 2 5 mM 2- [N-^E >v * ;] x y > 7. ;u *>8^ffn«0 ^V^SftfflB (250 
mM h ') O u t 0. 0 5% NaN 3 ^ #t? pH 6.1^25 mM 2- [N-t ^ * ) ] ^ 9 y 7^ >i * > 

lfc*g»i*) Lfc. r^yi^f^fffl, #©JfflB<^it^^. Ot>/35%. 5^/35% 

. 59^/60%. 60t>/100% t L fc. 'i^il % 1 m 1/^ i: L . 2 8 0 nmlc 4? It 5 ^dSt\: JS lc 

[ 0 0 4 8 ] 

b b gUKPM- UtT-A: Main, jt 7" N7'l RI/^N ^LfeAig_H: 

2 0 0 MfbPM-U)tte Main. ^7*M7 , lS^*^M7 , 2t, tii^ii 

m^m^mm*- h (3--b> b, iv-si) ica*i. ^ttju^g* ( / m r-r-y 

y , 1 mM xf L>y7;yI|fif#tf|H 8. 3<7) 1 0 0 mM 2-7" 3 7 -2- t K a df- ^ > =F >i - 
1, 3-7'n ■ ;u - UmMWm) ^flD£T)ftl^5H »iLHfc. 77 - b -0 -v x * 5°C 

T-iS^L. ****3 50 7 4 7 a * ^ - t* lc M ^ IeWX L . ^ RS: ffj 5g ( SO IB 

[ 0 0 4 9 ] 

§-;§}ixlc DTT-;§iix (162 mM> ? ^4-7. u 4 b - ^ * # t? ^'14 ffj >§ m) 5 0 m fin £ ^ -v bx 
<-X^N 2 IiL, tifi7*D7 ^3?tT-lf ^IgLfco $ «b tc . 1 AA>gi« (417 mM 3 — 



KSBfcfc#t?0.2 N^SHbt- b V O A$g«0 45 mL^^x.. Mt£ T 3 7 °C T- 3 0 o> J& g L tz . 
JxJ^^0i|XL. ^tl^tl^MWlcov^T. S*f^^--^*fflv^TTris-HCli^»Sc (2M 
m^^a-fepH 8. 0<7> 1 00 mM 2-7; ;-2-t Kn^f-y >f ^-l,3--/n^o^t-^ - lit 
5 0 0 mLCWL . 5'CTJR20i^m2i*f (2l*fJjK : m. w. = 8 0 0 0 , ^n7Al) ? 
ft 4 o fc„ ]S#fL£:tcm^[Hli|XL. <?■ ti^iliz b ') y'~> >mm ( b 7° x > ^Tr i s-HC 1 M 
»* ( HUie IB] C lc>gft?L250 ns/AiLJ:t5) ^20 » Lfia 2. . 37 °C T* 1 6 m m tit S 

L fc. 

[ 0 0 5 0 ] 

b !i -f v > M a 7% ^ 2! £ F <r> <hM 

±.m<?>m *> h ') 1*, >mm l tztkfw^ tx i^mit ? u-? v r=> -7 - nm^m (lc-ms/ms 
) mfeizfcLrzo mm^-r+vmm.. m*>. slslsp^ (slslsp^tMcvsa? L4 ^ut-t 

£) SLSLSP-NH 2 >§^ ( SLSLSP-NH 2 ^ ?Mc MM L 4 M M i: 3 ) icouTli, 50 a* 

Jfcfl: 7 n v b 7* 7 7 - WS##f lc£t Lfc. 
[ 0 0 5 1 ] 

Jjt# 7 a v b 7* 7 ~7 ^kftlt 'lK^m *) t L tz. IP*>. # 9 U t LT "7 >f x. u is 4 M YMC-P a 
ck 0DS ( 2 5 0 X 2. 0 mm. 5 M m. 3 0 0 A)^f£ffl Ltz, £ L T . IMffiA (0. 1 % h ') 7 

>i toii^#t?5»74: b - b 'J >imm) JkV&MWB ( 0. 1% b 7 >i ir xn # t? 9 5 

%t -b b - b >u >§ m ) * f$ ffl L o r 7 x x > b ^ ft a . #M B ^ ttm * . o 37 o % 

x 10 370%. 1203735%. 1403735% t L fc. M^O.2 mL/7> ^ L . 215 nmtcfclt-S^ 

^ or umytm iz * o # m * tf * o tz „ 

[ 0 0 5 2 ] 

c i ) itmmm Kiifn-^iU/TS 

(a) b* Kffn-SLSLSP<7>IIJ^ 

0 1 ~0 3 li. ^ -? * b* |)fn-SLSLSP<7)^# 7 n v b 77 7 (LC) - II^Kf (MS) *SJH 
HI 1 <?>_hSli215nm<?>^5 f b^T^tii t tz 9 u v b 7 ^ L . TSli^-Af 

- jjr ^ n v b 7 7 . 0 2 tiv7.7.-< ^ h ;^^L, f LT03 liX-AX^t> 

7. ^ ? b ^ . t# hi\tz7\=rm. ( 6 0 2.2 ) li . Ell^fi ( 6 0 2 . 3 I t ; t -i V b t: v 9 ft 

fi) t«i?-S:L/i o 
[ 0 0 5 3 ] 

(b) ^ 7°^ H Kfrn-SLSLSP-NH 2 <^>PJ^ 

0 4 ~ 6 ti. 7°^ H Dfn-SLSLSP-NH 2 <^^# 7 a ^ b 77 7 (LC) -fl^i (MS) IS 
H^^i)- 0 0 4 <7>±&&215nm<7>*5?s^*&-?*fcai L 7 a v b 7*7 U^^jk L . Tgli^-X 
7 7n^b7*7A^^i- 0 05lj;777s<7 b^^^L, f LT06UX- ax^^ 
> x^n it^t. f#«b ftfcfl^a (601.2) l±. Jll^fi ( 601. 3 ; =E J T A V b tr -v 7 
^fl) fc e » - Sc L o 
[ 0 0 5 4 ] 

( c ) ^.7°^ H Dfn-SLSLSP i: SLSLSP-NH 2 <7)^^<^iUS 

0 7-9 tt. •< 7' ^ b Bfn-SLSLSP SLSLSP-NH 2 <^Sn )S)«^) . ^#7nvb7*77 (LC 
) -115>*f (MS) ISIt^to 0 7 co_h^a215nmc0^5 f b^T-^lU L tz 7 n -7 b 7*7 A 
^Tf^L. li ~* - 7. tf - 7 7 a v b 7* 7 A * ^i" . 08 ii. 0 7 lc 4? It £ K 4 47> 

T^f-^7XX^n4t$U ^ L T 0 9 . 0 7 lc It £ ft if Bf m 5 1 7> t° - 

7(^7X7<7h4 ^7^-t 0 jffif -< 7° ^ b* Kf A" _hie*>ifc# 7 n V b 7*7 7 >f — <7) ^ T' 7C 

^ IC it $ tl tz o 

[ 0 0 5 5 ] 

( 2 ) h mJrhPM-ltrr^^HigC^^M^^Mffi 1 

( a ) t b fSfbPM-lJ/L# (Main) <7>H#f C*^«iH7>^1ff 

0 10 7> A \z t b fSfbPM-lJ/L# (Main) ^iStlM ^ # ^- >- > t ^ ft L . b 'J 7' >- > ^ f b 
Lt^7'f Fw<7'f Fv^^ff. HI C *^3»tn-7>ffi3H^ a6 . 0 1O<^Btc 

fcv^TSLSLSPG (m/z 6 6 0. 3 + 0. 5 tc 4? It § MjK ® =E - 9 'J > 7*) <7> x 01O7>C icfcv^TSLS 



LSP-NH 2 (m/z 602. 3+0. 5 tt is tt £ MH & ^ - 5? V > *0 ^ L T HI 1 0<?> D tt is T SLS 
L SP (m/z 6 0 3 . 3 + 0 . 5 tt is tt £ &R ft 1 - 5? > • r ) <JO ft =f M tt o T MS ? n ~? h r 7 
U^^~f a SLSLSPGlcffl^-r-S tr — ^ 3t?*49. 7 # C *fc ft 3 ft fc* . SLSLSP-NH 2 ^ VSLSLSP*) 

[ 0 0 5 6 ] 

13 1 1 ~ 13 1 3 tt * t h MfbPM-U/[# (Main) ^jItc/ + >i X* x > t ^ fb L . h 0 7' y > 
«fbL/c^ + + K *>LC-MS/MS##f*>JfS3l%^-*. EI 1 1<?> ISli 2 1 5nm<?>{BS*M*-?*feaj L fz 
y n v h u ^ L x TSli^-^f-^D7h 7 7A^^t„ H 1 2 tt . 13 1 1 tt tt 

5 fftf Bf f!SJ 5 0 y> T <?) £° - ? <?> ^ x ^^n^t^L, L T L3 1 3 tt . BlltlBjD 

SLSLSPGfcJf o^fc'^Sftfc. t£oT. t h MffcPM-lf/ttt (Ma in) ^S^J^HI C 
SLSLSPGEflJfcJf o^fc*^3ftfc. 
[ 0 0 5 7 ] 

( b ) t h MfbPM-U/L^-t 7' nxi ^HMC+rMiin coffin 

13 1 4 o A tt t: h MfbPM-U/L#-t 7' 9 A + 1 >i t**r x > t ^ ft L » h ') ~? x > 

)i ft L ^ 7' f F ^) ^ 7' f K v -y 7" ^ HH C *^jDfn-<^«jt^il^ § S14<30 

Bttfci^TSLSLSPG (m/z 6 0 0. 3 + 0. 5 tt is It § jUJR ft t - ? M > r) 014<7>C izis\^ 
TSLSLSP-NH 2 (m/z 6 0 2. 3 + 0. 5 \z is tt £ j@JR ft t - 57 'J > r) <?> . * LTHH^Dlcfcvi 
TSLSLSP (m/z 6 0 3. 3 + 0. 5 tt 4? It 3 j@4K ft t - 9 M > r) <?> ft + M tt o u T <r> MS f h 
r^A*^-*. SLSLSPGlcffi^-t-S * fc*47. 7 mi n \z tt £tS 3 ft <?> tt fin £ . SLSLSP-NH 2 
\z ffl ^ f § t: - ? % 4 6 . 2 m i n tt f!#> <b ft £: , ( 13 1 4 <r> D T 6 0 3 . 3 <r> ¥ - ? 4 

6 mintf-fittf! tb^tlfzi)*. fiijf Bf M fc> <b SLSLSPT * v\ ) 

[ 0 0 5 8 ] 

13 1 5~ 13 1 7 tt . t h ffl fbPM- 1 t -f 9 >f 7° 1 * ® tc/# ^ t' * x > + ^ it L . h')7' 
x>«fbL/c-< + + K <?>LC -MS/MS ##f<7>*B* (I314<7)B<7>f— ^ ico^T) t^t. 1315 
<^ +4^tt 2 15nm<7>iBi^Jj6Ttftai Lfc^7h r^^^L, TStt ^- x f - ? y a ^ h 
r ^ a % ^ i- o 13 1 6 tt . 13 1 5 lc it £ fii ff m 4 8 ^ t? <?> tr - ^ <?> v x x ^. ^ h ^ % ^ L , 
^-LTl3l7tt. l316i:lB]Df— >? <r>X — U^^r^-y^^^ V >i ~% ^ t* . 
[ 0 0 5 9 ] 

13 1 8 ~ 13 2 0 tt . t h M fbPM- 1 t 57 4 -7° 1 * jg tu/# ^ t' x > + ^ L . N V 7' 
xx^fbt f--< + + K (THC-MS/MS^^m ( [3 14<?> C <t> ^ icoi^T) t^f. [3 18 
<^> +4^tt 2 15nm<7>^^^T-^tii Lfc^nvh ru^^U TStt ^- A f - ? ^ a v h 
^7 13 1 9 tt . 13 1 8 tt is tt -S ff Jf ^ M 4 6 ft X*co \£. - 9 <r> ^ x x ^ h ^ ^ L . 

^-LTl320tt. [3l9i:lB]L:t"-i 7 <7)7x-/^7x^-^>7x-<^ h ^ * ^ . 

ctib^lSS^b, t^il4 3 ftfc ^ ttT 5 ; afcKfllSLSLSPG&VSLSLSP-NH 2 *if ^* 
^^ti/:. ftfeoT. n h MfbPM-lfA#t 57 >f -7° 1 <?>HM C *i^<?>-^tt-SLSLSPG. 

7 -77 tt-SLSLSP-NH 2 ge^iJ^tf o***^ $ tifc. 

[ 0 0 6 0 ] 

( c ) t h MfbPM-l4>t#^ 7- y ^ 7. 2 <^HMC*iQ*i:ii<7>fM 

13 2 1 <7) A tt t M fbPM- 1 4/t # t 7* 9 i + 2 % W It/ ii >i X* x > + ^ fb L . h V 7° ^ y 
S ft L ^ 7+ F ^) 7+ K 7 ^ 7' ^ ^ f 0 H#I C *S|fl»fJT-<7>til fc*>. I321<^ 

B tt fcv^ TSLSLSP G (m/z 6 6 0 . 3 + 0. 5 tt is tt £ fl5 t - 9 V > r ) <7> N 0 2 1<^ C ttfev^ 
TSLSLSP-NH 2 (m/z 6 0 2. 3 + 0. 5 tt It -6 jg JR fl5 ^ - 9 ') x r) ^ L T L3 2 1 <7> D tt v ^ 
TSLSLSP (m/z 6 0 3. 3 + 0. 5 tt 4? It -5 ® JK fi9 t - 5^ x r) <7> ^ + » lc o T <D MS 57 a v h 
/7 A^5^i" 0 SLSLSPGttffl £ t"- y ^{l*Mc^tH 2 ft£*». SLSLSP-NH 2 ttffl^"t-5 
tr — ^ «fc »)^{<#ai$ftfc. ( 13 2 6 D ttfcv^T t>T* 6 0 3 . 3 ^o tr- ^ 4 5 t> tt tt If. 
dbhiitzh*. ftWmmfrb #^.TSLSLSPTtt>5rv^ ) 
[ 0 0 6 1 ] 

L3 2 2-L3 24tt. t h MfbPM-lf>t#+ 7* 5? >f 7° 2 %M it/ ii >i t* ^ x > + ^ ft L . h V + 
x x • M f b L ^ + ^ K <^> L C - M S / M S ft m <r> ffi * * ^ i~ . 13 2 2 _h S tt 2 1 5 n m ^ m ^ H T tt5 



Lfc^ovhrvA^^L, Tgli^-Xf-^n7h ^7A^^f„ El 2 3 li . 13221c 
is 1+ § f$ Iff IB 4 5 # T <7> \£ - 9 <r> -? x * ^ ? (. ,i ^ l . * L T [3 2 4 It . m 2 3 t [b] i; tf - 

S^JSLSLSP-NH 2 *Jf o***^^ tlfeo tot, t h MfbPM-lft#-^ ~f ? => X 2 <^M^J<^H 
iC *^li-SLSLSP-NH 2 E?U£J#^*fc*^3 *ifco 
[ 0 0 6 2 ] 

S m m 3 . n b mif.?U-\tn.{k*f -f ZJk - ~7 1 S SO: g - ^° 2 ^ammm 
( 1 ) IL-6S##*D^^'tt<?>PJ^ 
( a ) i!L£^_a 

PJS^vStt. Tie^X^lc J: •) ft & o feo 

a ; 7° u - h co&'y xju \z 100 4f^^*L- uftW_h^pff -5 o 

2) &<yjz>i%a. 05%* v >i h 20^#t? >$eM®£si^^?f< c^^rb) 300 m l 

3) §^ x;uc l%<7>4^JflLvt-F ^ ^ 5 > -£#t?pH 8.1<7>b M x lg & tf§ ir (W^DB) 200 
[ 0 0 6 3 ] 

4) ^ x;i, ftcom'Wi-%:i£T tz'& , DB^fflv^TO.l M g/mUC ft m L SHS'I* I L-5S§#: 1 0 0 

5) &t>x.>i-&n 3 0 0 MLT*30^'ift§ o 

6) -^<^*^ WfcMRA^#i?DB^^T©MmL£M$H§}«100 >x I* & ^ >i \z 
/) &^^>1^>U 3 0 0 M L-f oT'30i#t5. 

8) DB^ ffl M g/mUc fiffR L fcT ^ # «; 7 * x 7 t ? - 4i^f§ ^hl^hT^y 
>100 M L^&^ x ;u icMn L . IfiTMifKtgt^. 

[ 0 0 6 4 ] 

9) -f A ; 7' u - h ^g-^ x ;u ^RB 3 0 0 ,iLT'5@i!ft^. 

10) fEfesit^ (SIGMA FAST p-Ni trophenyl Phosphate) ^ * T }g ft? L , g-^oc^iclOO 
m L^fin L , giUT*305>P«It^o 

11) #^oc-»K7)|xF&*<7) 4 0 5 nnitcfctt^ D^TtlS i: 6 5 5 nmlcfcti-§ DSi|X)^<7)m^5j<a6§o 

12) »«bti^t»7ts^'b . ¥tf^^/^vs (3+3) \z & ^ &mmmm^m£^'\±*n&-? 

§ = 

[ 0 0 6 5 ] 

( b ) MJL 

[ft 1 ] 









£3fc55 (Main) 


1.04X10 3 


100% 




1.13X10 3 


109% 




1. 12* 10 3 


108% 



[ 0 0 6 6 ] 

m 1 <7> AS S ft* <b . t hMfbPM-l|/L# (Main) . ^^M7'K 4> Jc^-t^? -i y' 2 It. 
[ 0 0 6 7 ] 

( 2 ) KT-3ffflJMMPJlS 
( a ) iiJ/^^S 

1) v^o^L-MS^iiH:, RPMI±5tfiT2 ng/mLlc#fRLfclL-6S?iS50 
ijDLtt, R P M I Steffi L fcSftfl-tgJfcfc 50 ,j.l1nz_Z>„ &4>, ^t^^^xjMC 
liRPMItg«!l5 0 m z. & o 

2) ^tc, §^ x >HcRPMI*g*l!ifcfflv*T 5X 10 4 c e 1 1 s/mLtc 13 lg L fcKT-3SHJiSi$igifc* 1 0 
0 M L«SflnL, C0 2 "f > * - 9 - |*|-?3 B . 

[ 0 0 6 8 ] 

3) &^x;nc, RPMIigililTii^lc^m L /c 3 H-^ 5 J>>$g*50 aL^»L, C0 2 -i > 

4 ) 7^oyi-M^^)Hflat, -b 4, ^ ?X5?-^fflV^T^7X7^l?-_hlCf| 

5) * 7 >f ji 9 u > y %m ^X 1 0:frW$£tS L 7cl£ , in^L-hffljt 
lL5i)^@^y>f l-?-^^7X7 >f ;u ? - lc Sf5r * * it -5 . 

6 ) # >- > ^ U - x a > 77 ^7 > ? - * ffl u X Jfcltt ( c pm) ti^ti. 

7) ftfcjRttfgtefcxb » ¥fr (4 + 4) IC J: *J 

[ 0 0 6 9 ] 
[H2] 







it?S1± 


£*S> (Main) 


1.00X10 3 


100% 




1. 02 x 10 3 


102% 




1.01 x10 3 


101% 



[ 0 0 7 0 ] 

£1 2 <b x t h ^fbPM-ll>tfr (Ma in) . *7*M^K 4? «k Zf "7* 9 >f 7° 2 l± . 

[ 0 0 7 1 ] 

[Ell] m lit. ^ H Hfn-SLSLSPcO}*# 7 u v h 7 => v ( LC) - HS7>ff ( MS) 

lc 4? It £ ? a -7 h r 7 ~7 a - <r> IS H % ^ L . _L& l± 2 1 5 nmco^^mx^ tH L 7c 7 

a v h 77ivt^Lv T ti — X t° — 7 7 a v h 7* ^ u ^ ^ . 

[121 2 ] m 2 It. ^ H Kf^SLSLSPc7>i*# 7 n v h r 7 7 ( LC) - Ii7>tf (MS) 

[03] 0 3 tt . 7' ^ K m n-SLSLSP7)^# 7 n v h 7 => i ( LC) - li^ff (MS) 



IZ iS Vf -g> X — U 7 ^ V > X ^ 7 h ;b ^ ^ i" 0 

[04 ] 0 4 li. K llf n-SLSLSP-NH 2 <^^# ? n 7 h 77 7 (LC) - It^f ( 

[05] 0 5 11, ^ -f* Y llf + SLSLSP-NH 2 7^#: ? n 7 b 77 7 (LC) -Mfi:^^ ( 
MS) \z is rt & -7 x x ? h a, % ^ f . 

[0 6] 0 6 tt. ^7't- H llf A-SLSLSP-NH 2 <^# ? n 7 b 77 7 (LC) -il^t ( 
MS) iz is rt £ X - a x ^ ^ > x ? h ^ % "t . 

[0 7] 0 7tt. ^ X K if + SLSLSP t SLSLSP-NH 2 ^iSn . feilf ? n -? V 7 ^> 

7 (LC) -ilj>lf (IS) lcfc(t5ia#^n7L 777 ^-w^S^^L, _h^tt2l 
5nm7>^^|gT* iffiLfc^o^h 77 At^Lv TSU^- X f - ^ ^ o v L 7 7 A 

[08] 0 8 It . m 7 \zisrt &i%WmfflMfrX-<7)¥- ? co ^ h 'i&^-fo 

[09] 0 9 It . m 7 \zisrt &1%ftmm$lfrX*co ^ - ? co^? ? h 'i-Z^-f, 

[010] 0 1 Olc fcuT . Alt. t h MfbPM+J/tf* (Main) ^Mtc/77 ^ * ^ x > * 
^ fb L h ] ) 7° >- > ^ fb L £ ^ 7' t H 7 ^ 7° t K v y 7' £ ^ L ; B ic is \^ X SLSLSPG ( m 
/z 6 6 0. 3 + 0. 5tcfct+£ iljRft ^ ^ 9 >) > 7) <^> x C lCfci^TSLSLSP-NH 2 (m/z 6 0 2.3 
+ 0. 5iz is rt ZMHRl =E - 57 'J > 7) <?■ LT D tcfc^TSLSLSP (m/z 6 0 3.3 + 0.5 
ic is rt & M91 ft =e — 9 ') y 7 ) ^^fllcouT^MS^ a -7 h 77At^t„ 
[011] 0 1 lit . t h MfbPM-l|/C# (Ma in) ^Mit/ ti >v ! y > + ^ fb L h 'J + 
x > vNt ft: L ^ + * K 7LC-MS/MS7>ffi 1 7^|||^ L . h^klt 2 1 5nm7*S?|^*&T*#tft L 
fc^ o 7 f 7 7 A ^ ^ L , TSti^-^f-^n7h 7 7 A ^ ^ o 

[012] 0 i2n . 0 1 1 iz isn % m nmm 5 0t>t*7 tr- ? 7 -7 7. 7. 7 h ^ ^^i- 0 

[013] 013 tt. 011i:^]i:f-7<?)X-AX^t>X^^ h'l^^t, 
[014] 0 1 4 iz is X . Alt. £ h MitfM-mfa *t 7* 9 -i 7 1 ^ h 7 ^ > ^ fb L 
x l7C/^7 ^ y > f ^ ft L /; ^ 7+ F c7) ^ 7+ F 7 -y 7^^ L ; B tCfcv^TSLSLS 
PG (m/z 6 6 0. 3 + 0. 5 ic *r t+ 5 &JR ft ^ - ? ') > 7) <?> x C iz is\^> X SLSLSP-NH 2 (m/z 

6 0 2. 3 + 0. 5 iz is rtZMHft =E - y > 7) <^ . ^ LT D tcfcv^TSLSLSP (m/z 6 0 3. 3 
+ 0. 51C felt -5 SJKft ^ — 9 ') > 7) <7>7> + StCoi->T<7>MSy- n 7 h 77At^t. 

[015] 0 1 5 It . £ h ^ ffcPM- 1 }jt# ^ 7 9 -i 7 1 ^ M Jt/Ji & # ^ > + ^ fb L h 
7 > fb L ^ 7 f- K 7j LC-MS/MSt>^ \z isn % ^ a 7- h 777 ^ - ( LC) <^ 

*dH ( 0 \lco B co tr- 7 tco v^T) ^^L. 7) +^ti 2 1 5nm^>^^*STtfetil L ^ a 

7h 7 7 A ^ 7K L . TSli^-^f-^ ^n-T'h 7 7 A ^ 7K f c 
[016] 0 16t±. 0 15lcfclt -5 l^Elf re48^-?<^> tf- ? 7-7 7. 7. ? h ;u ^^f, 
[017] 01/ tt. HHt^Cf-^coX-AX^-t^x^^ L'l^^t, 
[018] 0 1 8 It . t h W. fbPM- 1 Jjt# 7 ^ 7 1 ^ te/^7 ^ ts * ^ > + ji fb t . 

h 7^ >MfbL^-<7^ H 7>LC-MS/MS^*ftcfel+SJR^ ^ a 7 h 7 7 7 ^ - ( LC ) 

7 IS * ( 0 1 7 <7) C 7 tf - 7 tc o T ) ^ ^ L . +© U 2 1 5 nm7 ^^^T* ^ tii L fz 9 a 
7h 7 7 A ^ 7K L . TSil-^ — 7f— 7 y-nvh 7 7 A ^ 7K f c 

[019] 0 1 9 It . 0 1 8 \z is It £ ^ 4 6 t> 7 tr - 7 -7 x x ^. ^ ^ ,1 ^ ^ ^- o 

[02 0] 020 HlSii^lCf-^^X-AX^t^x^^ L'l^^f, 
[02 1] 0 21lCfev^T. AH. t h MfbPM-lfrL*-^ 7 ? 7 2 ^Mjt/tl'l >- 
> + ^ it L . h 7 ^ > ^ fb L ^ 7 ^ K 7 ^ 7 ^ H 7 v 7 ^ ^ L ; B tcfcv^TSLSL 
SPG (m/z 660. 3+0. 5 \z is tt S HiR ft t - ^ 'i > 7) co, C tc T SLSLSP-NH 2 (m/z 
6 0 2. 3 + 0. 5 tc tT-^MJRft ^ - 9 >) > 7) . L X D lc Is X SLSLSP (m/z 6 0 3. 3 
+ 0. 5 tc It £ altf^ft ^ — 9 ') y 7) <t> ?> + a ic o X 7 MS 7 a 7 h r^^^f. 
[0 2 2] 0 2 2 U . t h m fbPM- 1 IS* + 7 ^ 7 2 ^ ® tx/^ ;u # ^- ^ > t ^ fb L . 
h ') 7 >- >>^fbL^-<7^ H 7LC-MS/MSt>*T icfett -5 i«f* ^ n 7 h 7 7 7 i - ( LC ) 
7|SJH^L. +Sii215nm7^5'f^T^tti L ^ a 7 h 77 A^tf L . TSli^- 
7, e° — 7 ? a 7 h 



[[32 3] I3 23li. El 22\z is It £ ffiJfBfW 45^T*<7> t° - <r> v * x ^ ? h ^ ^^i"o 
[[32 4] 0 2 4 H x 023t[B]C^— ?<?>X — AX^^>X^?h^^^-fo 



SEQUENCE LISTING 
< 1 1 0 >C h u u g a i Seiyaku kabushiki Kaisha 

< 1 2 0>Sub t yp e s of humanized antibody against interleukin-6 receptor 

<130>1043081 

< 1 6 0 > 2 

< 2 1 0 > 1 

< 2 1 1 > 4 4 8 

< 2 1 2 >P RT 

<2 1 3 > A r t i f i c i a 1 Sequence 

< 2 2 0 > 

< 2 2 1 > 

< 2 2 2 > 

<2 2 3>Ami no acid sequence of C chain of humanized antibody PM-1 against interleuk 
i n • 6 receptor 

< 4 0 0 > 1 

Gin Val Gin Leu Gin Glu Ser Gly Pro Gly Leu Val Arg Pro Ser Gin 

5 10 15 

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Tyr Ser lie Thr Ser Asp 

20 25 30 

His Ala Trp Ser Trp Val Arg Gin Pro Pro Gly Arg Gly Leu Glu Trp 

35 40 45 

lie Gly Tyr lie Ser Tyr Ser Gly lie Thr Thr Tyr Asn Pro Ser Leu 

50 55 60 

Lys Ser Arg Val Thr Met Leu Arg Asp Thr Ser Lys Asn Gin Phe Ser 
65 70 75 80 

Leu Arg Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys 

85 90 95 

Ala Arg Ser Leu Ala Arg Thr Thr Ala Met Asp Tyr Trp Gly Gin Gly 

100 105 110 

Ser Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe 

115 120 125 

Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu 

130 135 140 

Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp 
145 150 155 160 

Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu 

165 170 175 

Gin Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser 

180 185 190 

Ser Ser Leu Gly Thr Gin Thr Tyr lie Cys Asn Val Asn His Lys Pro 

195 200 205 

Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys Asp Lys 

210 215 220 

Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro 
225 230 235 240 

Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met lie Ser 

245 250 255 

Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp 
260 265 270 



Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn 

275 280 285 

Ala Lys Thr Lys Pro Arg Glu Glu Gin Tyr Asn Ser Thr Tyr A r g Val 

290 295 300 

Val Ser Val Leu Thr Val Leu His Gin Asp Trp Leu Asn Gly Lys Glu 
305 310 315 320 

Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro lie Glu Lys 

325 330 335 

Thr Me Ser Lys Ala Lys Gly Gin Pro Arg Glu Pro Gin Val Tyr Thr 

340 345 350 

Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gin Val Ser Leu Thr 

355 360 365 

Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lie Ala Val Glu Trp Glu 

370 375 380 

Ser Asn Gly Gin Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu 
385 390 395 400 

Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys 

405 410 415 

Ser Arg Trp Gin Gin Gly Asn Val Phe Ser Cys Ser Val Met His Glu 

420 425 430 

Ala Leu His Asn His Tyr Thr Gin Lys Ser Leu Ser Leu Ser Pro Gly 
435 440 445 

< 2 1 0 > 2 
<21 1 > 2 1 4 

< 2 1 2 >P R T 

<2 1 3 > A r t i 1 i c i a 1 Sequence 

< 2 2 0 > 

< 2 2 1 > 

< 2 2 2 > 

< 2 2 3 >Am i n o acid sequence of L chain of humanized antibody PM-1 against interleuk 
i n • 6 receptor 

< 4 0 0 > 2 

Asp Me Gin Met Thr Gin Ser Pro Ser Ser Leu Ser Ala Ser Val Gly 

5 10 15 

Asp Arg Val Thr Me Thr Cys Arg Ala Ser Gin Asp Me Ser Ser Tyr 

20 25 30 

Leu Asn Trp Tyr Gin Gin Lys Pro Gly Lys Ala Pro Lys Leu Leu Me 

35 40 45 

Tyr Tyr Thr Ser Arg Leu His Ser Gly Val Pro Ser Arg Phe Ser Gly 

50 55 60 

Ser Gly Ser Gly Thr Asp Phe Thr Phe Thr Me Ser Ser Leu Gin Pro 
65 70 75 80 

Glu Asp Me Ala Thr Tyr Tyr Cys Gin Gin Gly Asn Thr Leu Pro Tyr 

85 90 95 

Thr Phe Gly Gin Gly Thr Lys Val Glu Me Lys Arg Thr Val Ala Ala 

100 105 110 

Pro Ser Val Phe Me Phe Pro Pro Ser Asp Glu Gin Leu Lys Ser Gly 

115 120 125 

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala 
130 135 140 



Lys Val Gin Trp Lys 

145 

Glu Ser Val Thr Glu 

165 

Ser Thr Leu Thr Leu 

180 

Ala Cys Glu Val Thr 

195 

Phe Asn A r g Gl y Glu 

210 



Val Asp Asn Ala Leu Gin 
150 155 
Gin Asp Ser Lys Asp Ser 

170 

Ser Lys Ala Asp Tyr Glu 

185 

His Gin Gly Leu Ser Ser 

200 

C y s 



Ser Gly Asn Ser Gin 

160 

Thr Tyr Ser Leu Ser 

175 

Lys His Lys Val Tyr 

190 

Pro Val Thr Lys Ser 

205 
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[II] 4 > '9 - a A - 6 S § # lc M "t £ t h M ffcPM- lj/t ft <o ff M ft 7* 57 >f 7^ 

[iftfS] y 9 - a >f df->-6 ( IL-6R) left"** t h 3HfcPM-l}/t#<7> "tf ^ 5? 

0'T-i>oT, n-^<50SMC*^**Pro-NH 2 ( 4 4 7 ) ~Z* & tkW ^ ~? 9 -\ ~f ( 1 ) . 7k U A 
y 9 -a >f df->-6 f§# ( IL-6R) left-** t h M ffcPM- 1 l/C * ^ ^ ^ 5? >f ^T*J>o X » W 
^<^fi#K*^**Pro-NH 2 ( 4 4 7 ) T £> £ ft # 9 4 ~f ( 2 ) . M^lC Z ft ^ ^ # A, T* 
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